Context: Chromosomal rearrangements enhancing the activity of the MYC proto-oncogene (MYCr) and translocations affecting BCL2, BCL6 or both have been linked to adverse outcomes in Diffuse large B cell lymphoma (DLBCL). Objective: Capture trends in the management of patients with these chromosomal rearrangements. Methods: DLBCL patients with MYCr, double hit (DH) or triple hit (TH) were retrospectively identified at 9 London centres. Demographics, cytogenetics, treatment and outcomes were obtained from patient records and anonymised data were analysed. OS was defined as survival from date of diagnosis until death, censored at last follow-up. Median OS and follow-up time were calculated using the Kaplan Meier (KM) and reverse KM method respectively. Log-rank test was used to assess differences in median OS. Results: 101 patients were evaluated. 51 cases solely had MYCr. 34 had DH and 16 TH. Median age was 65 years (Range 18-93). IPI was evaluable in 95 cases (0-2 in 28 and 3-5 in 67). There was no significant difference in median age or IPI comparing sole MYCr to DH/TH cases. Of the 101 patients, 27 (17 MYCr, 10 DH/TH) received either R-CODOX M/R-IVAC or DA R-EPOCH. 53 patients received R-CHOP or similar regimens with an equal split between MYCr and DH/TH cases. The remaining had alternative treatments. With a median follow-up of 25 months, the median OS for patients with MYCr was not reached (NR) versus 15 months for patients with DH/TH, p¼0.2. In patients under 70 years, median OS for patients with DH/TH (n¼36) was 13 months versus NR in the MYCr patients (n¼33), p¼0.02. OS was 13 months in patients who received R-CHOP like chemotherapy (n¼ 23) and 15 months in those who had R-CODOX M/R-IVAC or DA R-EPOCH (n¼10). Conclusions: Patients with DH/TH lymphomas had a dismal outcome irrespective of age and IPI. The data shows a trend towards better outcome in patients with sole MYCr, those aged under 70 years had a significantly better outcome.
Context: Chromosomal rearrangements enhancing the activity of the MYC proto-oncogene (MYCr) and translocations affecting BCL2, BCL6 or both have been linked to adverse outcomes in Diffuse large B cell lymphoma (DLBCL) . Objective: Capture trends in the management of patients with these chromosomal rearrangements. Methods: DLBCL patients with MYCr, double hit (DH) or triple hit (TH) were retrospectively identified at 9 London centres. Demographics, cytogenetics, treatment and outcomes were obtained from patient records and anonymised data were analysed. OS was defined as survival from date of diagnosis until death, censored at last follow-up. Median OS and follow-up time were calculated using the Kaplan Meier (KM) and reverse KM method respectively. Log-rank test was used to assess differences in median OS. Results: 101 patients were evaluated. 51 cases solely had MYCr. 34 had DH and 16 TH. Median age was 65 years (Range 18-93). IPI was evaluable in 95 cases (0-2 in 28 and 3-5 in 67 Context: R/R DLBCL patients who have received !2 lines of therapy, including those progressed post stem cell transplantation (SCT) or who are not candidates for SCT, have limited treatment options. Active novel therapies are needed to improve survival of these patients. Selinexor, a selective oral XPO1 inhibitor, leads to nuclear accumulation and activation of tumor suppressor proteins and reductions in c-Myc and Bcl-2 oncogenes. Single agent selinexor in heavily treated DLBCL demonstrated overall response rate (ORR) of 25.6% with complete response (CR) in 9.3%, in a phase 1 study. Objective: To confirm these findings, phase 2b study was initiated. Methods: Multicenter, open-label study in R/R DLBCL patients with 2-5 lines of prior therapy, who may have progressed post SCT or are not candidates for SCT. Patients were stratified by subtype (germinal center B-cell [GCB] or non-GCB) and treated with 60 mg selinexor BIW per 28-day cycle. Main Outcome Measures: Primary endpoint was ORR. Secondary endpoints included duration of response (DOR) and safety. Results: 129 patients were enrolled. Median age was 67 (54% >65). Median number of prior therapies was 2 (range 1-6), 34% received !3 prior therapies, and 31% had prior SCT. Most frequently reported related adverse events (AEs) [Grades 3, 4] included nausea (6%, NA), thrombocytopenia (28%, 12%), fatigue (9%, NA), anorexia (4%, 0%) and anemia (13%, 1%). Treatment-related serious AEs were reported in 20%. Of 89% discontinuing treatment, majority were due to progressive disease and 13.5% due to AEs. ORR was 28.3% (13 CRs and 23 PRs). ORR was 33.9% for GCB and 20.6% for non-GCB. Median time to response was 57 days (range 47-197), median DOR was 9.2 months; DOR for CR patients was 13.5 months. Median PFS was 3.6 months. Median OS was 9.0 months. Median OS was not reached in patients !PR and was 4.9 months in patients stable disease (p<0.0001). Conclusions: Selinexor demonstrated deep and durable responses with no new safety signals. AEs were managed with dose modification and/or supportive care. Clinical benefit was observed across GCB and non-GCB subtypes. These results underscore the potential of selinexor as novel therapy for R/R DLBCL. Keywords: diffuse large B-cell lymphoma, selinexor, XPO1 inhibitor, ABCL, aggressive B-cell lymphoma
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The 6 Context: Egypt has the highest prevalence of hepatitis C virus (HCV) in the world. Direct antivirals (DAAs) showed a major progress for the treatment of chronic HCV infection with a cure rate of more than 90%, associated with reversibility of liver disease, lowered the risk of HCC and improved prognosis of patients with HCC or lymphoma. However, as any new introduced treatment, there may be unexpected adverse events for DAAs. Objective: Assessing the risk of malignancies development post-DAAs therapy. Design: Retrospective cohort study from 2016 to 2018. Setting: It was conducted at Gastroenterology, hepatology unit and Oncology Center Mansoura University. Patients: A total 180 patients (112 M; 68 F). Interventions: Sofosbuvir based regimen was used for all cases, it was either combined with daclatasvir-ribavirin in 84 patients, or with daclatasvir in 53 patients, or with ribavirin in 40 patients and with Simeprevir in 3 patients. A total of 136 patients achieved SVR after 12 weeks. Main Outcomes Measures Incidence: Median time post-DAA to develop malignancies and incidence of malignancies. Results: On follow up; 62 malignant patients were diagnosed after a median follow up time 4-6 months, followed by 35 patients within 7-9 months, 31 patients within 0-3 months and the remaining patients were after 10 months post-DAAs. The majority of reported patients were solid tumors 127 patients, while hematological malignancies 53%. HCC was the highest incidence in reported cases occurred in 84 patients, followed by DLBCL 32 patients, 55% of them stage (III/IV), breast cancer 22 patients, chronic lymphocytic leukemia and pancreatic adenocarcinoma 5 patients. Small cell lymphoma, occult primary adenocarcinoma 4 patients. Marginal zone lymphoma, Hodgkin disease, Non-Small Cell Lung Cancer and colorectal cancer 3 patients. Acute myeloid leukemia, multiple myeloma, ovarian and bladder cancer 2 patients. And only one patient with follicular lymphoma, chronic myeloid leukemia, soft tissue sarcoma and endometrial cancer. Conclusions: We shed the light on the possible link between DAAs and malignancies, also malignancies post-DAA were of aggressive nature. A careful risk-benefit should be considered during treatment with DAA agents in patients with hepatitis C virus. Keywords: DAA, HCV, malignancies, ABCL, aggressive B-cell lymphoma
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Polatuzumab Vedotin in Combination with Bendamustine Plus Rituximab for the Treatment of Relapsed or Refractory Diffuse Large B-Cell Lymphoma: Our Experience
